Two papers reveal the unanticipated mechanism of action of DNA methylation inhibitors in cancer treatment. The generation of dsRNAs from unsilenced endogenous retroviruses triggers an anti-viral immune response that limits tumor cell growth and may potentiate immunotherapy.
Is This My Genome or Yours?
SHAH AND O'SHEA, PAGE 987 gH2AX foci discriminate ''self'' and ''non-self'' genomes and determine whether a localized anti-viral or global DNA damage response is appropriate, providing an elegant mechanism to neutralize viral genomes without jeopardizing cellular viability.
Pore's Core Role in Transcription SCHNEIDER ET AL., PAGE 1016
The nuclear pore-associated TREX2 complex binds directly to Mediator to regulate the core transcriptional machinery and orchestrate gene expression.
Exosome Uses a Different Utensil with Each Course THOMS ET AL., PAGE 1029
The identification of different factors specific for feeding distinct pre-ribosomal particles and ribosomal RNA fragments to the exosome provides a window on how the exosome recognizes its diverse RNA substrates.
Cirque du QTL
GRUBERT ET AL., PAGE 1051 WASZAK ET AL., PAGE 1039
Genetic variation in regulatory elements can effect coordinate changes in chromatin state and gene expression at both local and distal sites reflecting associations in a three-dimensional context. Integrating information from expression, chromatin modification, and chromosome contact analyses provides a framework for assessing disease-associated mutations.
Phase Transitions of Age PATEL ET AL., PAGE 1066
The ALS-associated protein FUS assembles into a liquid-like compartment to operate in vivo, but a risk of the functionality conferred by the liquid phase is aggregation to the disease-linked solid phase. Aging diseases caused by aggregation-prone proteins may arise from a failure to maintain liquid-phase homeostasis.
Focused Vaccine Design KANEKIYO ET AL., PAGE 1090
Presentation of candidate epitopes on self-assembling nanoparticles, where they are more accessible to immune cells than in their native context, elicits potent and durable neutralizing antibodies to EBV. This approach to focusing the antibody response to vulnerable viral targets may aid rational vaccine design.
K
+ -nocking on the Lysosome Door CANG ET AL., PAGE 1101
Potassium conductance in endosomes and lysosomes is mediated by a newly identified channel that regulates lysosomal membrane potential, pH stability, and organelle fusion.
Expanding Cas(t) of Characters NISHIMASU ET AL., PAGE 1113
The structure of Staphylococcus aureus DNA-editing enzyme Cas9 in complex with guide RNA and its DNA target, when compared to the currently widely used Streptococcus pyogenes Cas9, reveals a different mechanism of target recognition and provides new design rationales to expand the CRISPR-Cas9 genome-editing toolbox.
